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(57) Abstract 

Medicinal compositions having a high stability, an excellent absorbability and/or little irritativeness which contain as the active 
ingredient macrolide compounds typified by tricyclo compounds (I) or pharmaceutically acceptable salts thereof, dissolution promoters, 
sorbefacients and bases optionally together with compatibility enhancing agents and/or thickeners. 
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PCT/JP99/02237 



^^.i 1 -, *5«kO { ^Jl^cof&SE*5«tWE${cWffiT-fo^ci:^*D^nTV^5 (EP- 
A- 0 1 8 4 1 6 2 , EP-A- 0 3 2 304 2^) „ 

EP-A-0 3 1 5 9 7 8(wtt x FK5 0 6 ^K<£>^ * / — /^^^JePI^-^^I"? 
fcSli. *5«fctfFK 5 0 6$^£ro — v- 3 >\ <7Vu*Sot t>*^ V — J*<DJ&1&iz L 9 

EP-A-04 7 4 1 2 6l:ii > FK5 0 6fef feiWiiftt^ 
@»#afttiIB4iBflW0 9 4/2 8 8 9 4Klfi, FK5 0 6*R*smw 
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? a]) (FK506) v T^^^r^ ~>>ti:¥<DS treptomyces Jg<7} 




(it 
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WO 99/55332 PCT/JP99/02237 

TtJ:< ; 

R 7 fiTK^^, t Ka^i/S, ^fl^n/ct Kc*-->g, h L< (iT/udf^^ 
^>g£^*?-rri\ £fc(2R' i&tC&oT^yg^^LT'k J: < ; 
R 8 4oJ;t>'R 9 Ct&AELT, 7X^^, t: Kn:3f->g£ ; 

5t-CH 2 0-T*Scfc>£*l5g£- ; 

^N-NR"RHL<IJN-OR l3 tS^n5SS: ; 

R"*5j:t5R ,2 (i^3tLT7K^^-, T/U=*-/Ug, T V — yugSfcfi h ->/ug£ ; 
R'\ R'\ R'\ R'\ R'\ R'\ R'\ R 22 *j J;T>*R 23 fi&Sr LTTKSSJWMfcli 

SfHtStt, TA^/Ug, tKn#Vl % T^dryu^-dr->g. -O^/Ug, 5£-CH.. 
Se (C K H 5 ) T'^^ixSg, *5it^lEJl±(Z)t Ko^r->Sld«to-CK«l$ixfc7' 

su*c,umt>>bmi-£tiz> i tiJbcogtcto-cem^n-c^-cbJ:^) c 

if* L^R 24 t LTli, ig^^g^gSr^LT^T fc J;v»->* a (C s _ 7 ) TA^/u 
(a) 3, 4 - i?;*-* y- >^ a^dr->/Ug ; 
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(b) 3-R 20 -4-R 2l -->^ni^dr-»l.S x 

*:<D<PX\ R 20 lit Kn**>, T^^Or*^, , 
-OCH 2 OCH 2 CH 2 OCH 3> iJjltf 

R 2, fifc: Kn^r-> > -OCN, T/W-^/U^-^r > N iSS #g&S&W Lt^t 
Wl^TDZy-^y, -OCH 2 OCH 2 CH 2 OCH 3 , tftS^tlfc. 

p-h!J/^-/f«M'-^->, JfcliR"R 26 CHCOO- (St 
4", R 25 l;tBJTM{c£9«fI£ix-C^T'bJ;^t: Ko^->i, *fctt«tt$ft 

it^^^Mt^ixxi^xh^^^^^M) . l «*fcli-tixa±a>«tt£ 
nt^ttiv^75 y*5«ti>v*fc{±t Ko=^->s, *fcii7$ y**ifyyu 

-j|£*t (I) {c*s^Tttffl*n-Cv^«-«**5J:0 J -?:OA«:«, 3£l>'«^$(?;£ 

ii, «:«i*>u<ttL»a«jigjwa6Kfk7K*a**s*»-fp>tt, ?vk *?vk 
/^wfi^7/u^uii3*iff ) n5 0 

7f-;K ^ f/i/ypx;-;^ ^v-^-yu, 3^ -tr = 7Vi"^ — ^1*^ 
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TA-^^g, $ btd£FS LV^CDi LTC, ~C, TA^/l^^ *t*ff* 

y ;k *j-7*=.a>*s y ;^©t8i7/u^^-v?7 y — y ^ 

.^<D«t9/i h yei->y^s, $ bizba LV">t><ot lt hy (c, ~c<) r^* 

/ -f /WS ; 

^-ff-As-*"**/-?*?*) /K ^>^-A^yt^-isT±f-^ % ^yf/^^->/Dt't-/K 
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^vu^/w^-f/K ^yutf^i/rt^yu^yw^-f yu, /u 3- 
y7 , nt'';U*/l'^ : E-'1'/l' 1 #yU#"^ v'^ ^yU/jyU/^'l'yK * vU^^r v'^Vfvt';* 

yU^^yUg, £ fcfitf'Jx.te* h y ^ ^/U-> U yUy: h 3r ->*yU#=. yl^^/l^yW^ 
-<yK h U y^^^U/U^ h^v-^/U^' — /1-7'd fc'yUj&yW^-f'yK MJxf;P-> 

y^:n h dr->^7/u^"-yu-7°a tVi^yu-^^-fyK IHfSyf/i'y^f ^-/U^x h 
yu^n tVUTjyw^-i'yK h y y< ^/Wv- y yi'^'n ^^->'^7/^7Jf=.y^y 
-OK n h o^^yV/K i/xhp/<y/-f;K n h a -jr 7 V yU3?<£> x — h a <D 

^IxJi-^^-fe? >-^.yw*— yK hyujr.>;*yv-/ft.=.yK =*r v'l^^yutf^yw -j-^^u 
ls7,/\s-fc=^/l'^ ~7 yl'^-o-<>'-i?>^./U*^/b % y- a □•^Vif V^yU*— yK 

1 li£i±^t-CV^-Ct .tV^Ti^— >^yu*-yuS^^»7*P?tbS, 
^#^ST'g^$fL7tMi^Tv-yi-Si LTIi. Wx.«^m^yUTir^yu-, 7 = 
=->is7°u tf^n/K -7 ai— yu^^ y yK 2 - h V 7/U^rci * 2 - ^ h ^ 

2 -T^—yuTir^vK 2 -^.=J-;V- 2 - h U y-yw^-n ^ ^yu- 2 -7xx/U7t 
^yK 2 - h y yVU^n ^ ^-yi — 2 - *"dr 2 - 7 ^ — yUTir ^yu^co, 
^^^yifclihllAn T/u^ynoJ; 9 <elS41*S* 1 

_h^- Lt^tti v^Tyw M£iR) T/^ti / 4 *>W&t*m-f <b*i,5 0 

iKTv-yuSI 3 , £ <btwfr£ Li/^Tv-yugi: LTfi, */u*^y^tLTt J;^ 
C,~C, 7^*;^^!, •/^07/^/^C (C,~C,) Tyv-^yufc- 2i@^-f 
5->^a (C- ~C H ) T'yu^yu^v' (C, -C,) T/u# y -f ywS, io>7r—^ 
/-u*=yug % #yu (C, ~C,) Tyu^y^yw^-fyug, (C, ~C,) 
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T/L-dr/U-v-y/L- (C, ~C,) Ti\s*cJVjr*c*S't>i\>T$.=-)\< (C,-C, ) TVUdf-A'* 

r/^i-S^Vif^/Ud^/ug, c, -*-C,Tju*/Hr*isk h !l^o (C,~C,) 
7/^/^tt5 7x^ (C,~C,) T/v-h; 4 jv^ifimi bin. ttib<o?-h, 

3— K^Oif >^/U^^yW*5«J:0 { 2 - h]) ^^fvU- 2 h -> 

S5rtLt^tt)i^'sfD7!J--'H g^itt. EP-A-532,088 =Ftf>5£ I X-mZft 
>f > K— yu- 5 -- f /u*s#* Li\ *rroBB^£:5lfli LTM»fE« co-SB 

fci«i^Wfeifc«tMluffflffc5ri^\ 0iJ;tf±\ EP-A-l 84 16 
2, EP-A-32 3 04 2, EP-A-4 2 3 7 1 4. EP-A-4 2 7 68 0, EP-A- 

4 6 5 4 2 6. E P-A-4 8 0 6 2 3, E P-A-5 3 2 0 8 8, E P-A-5 3 2 0 8 9, 
E P-A-5 6 9 3 3 7. E P-A-6 2 6 3 8 5, WO 8 9/0 5 3 0 3 ,WO93/0 5 0 

5 8 ,WO 9 6/3 1 5 1 4, WO 9 1 /1 3 8 8 9, WO 9 1 / 1 9 4 9 5, WO 9 
3/5 0 5 9«?fcfEtt$ftT*5«J , £7t, h W<k^O»tiSfe h BB* £ ftt I > 
5c -tHe>OBIJ^S:§|fflLTWiSB*IEIft<0— SBt-t-So 

4#tC, FR900506 (= F K 5 0 6 , ^?n|Ji7) , FR900520 (T 
* 3-7^ •>» . F R 9 0 0 5 2 3*3 XXfF R 9 0 0 5 2 5 t 5 -(k^ tt, 

^ h U7 h^irx (Streptomyces) Jg, 0iJx.lf h hit^-^ 
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9 /<3-^s' (Streptomyces tsukubaensis)No. 9 



9 9 3 «Ft€«ffl : 0 *if«|o < ffiK 1TI1-3, i§M3l«Xlii£ffil& 
£fHHi}fcI*tt«W*£BT (IH45#:iiMit*X*ftfl¥IK»fe«liXJta*W«gf) . 
«tt 0:1984^10^50, SKS* : j»Iflf**« 9 2 7^) tL<li> * 
h b-^ h 5 -fe^ • y n x n • X • ir^ ->-7X>V7 (S t 

reptomyces hygroscopicus subsp. yakush 
imaensis)No. 7238 (*t£WBB : 0 *@}£i#»o < SimST^ 1 T @ 

i-3, aiaa**i*Bi«R±*x^x»tt«flF5e3f, *kb . = 1 9 s 5^1 * 

12 0, : iSftXW ^IrSS 9 2 8 *) (EP-A-0184162) (Cj;<9M££iX$^ 

mX'hK). ftlZTse.ffim&.-e^£?lZ> FK 5 0 6 (-fi«:^a!JA^) t* x it 



it^Z : 1 7-7^-1, 1 h'n+y-1 2 - [2- (4-tKo* 

•> - 3 - ^ n^^vvU) - 1 =f-)V\d — )^ - 2 3, 2 5 

->7^v'-13, 19, 21, 27-f 1, 28- 

yt + t-4-7f h !i ->!>d [22. 3. 1. 0 '•"] af" ? 9 =* * ~ 
1 8-xy-2, 3, 10, 1 6-7 h7^> 

LWWKJfcriiSnfc h 5 — o©^!:^ L-CJ3 0 , 




HO. 



)CH 3 6CH 3 
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R 9 (it Kn^r->5, 

R 14 , R'\ R'\ R'\ R'\ R 19 t R B tt'tiX-eixy^Hs, 
R 24 fis 3 — R 2 0 — 4 — R 2 1 o^#->yuS, 

-OCH 2 OCH 2 CH 2 OCH 31 iJit/ 

R^lltKn^, -OCN, T/W*/H*-=*-->. ill ^IM^f LT^T 
tJ:t^fn7!J-^-> > -OCH 2 OCH 2 CH,OCH 3> iSfl^Hfc 

itliR 2S R Z6 CHCOO- (*tf % R 2S f4^fMi-«t «9^^ix-C^-C^«t 

R 2,, <!:R 2, {i-^lc/ < eo-C, x^^r->KMi^lrML, -£LT 

#tC*?£ LV^H y Bit-Sto (I) b Ltli, ^^oH^It, EP-A-4 
2 7,6 8 0(OHJ£^J6 6a (C|5«c«^ 3 3-nit 0 — y"nn-3 3 --^ ->T * 

i©ff*LV^^D7'T K^k^-fti fCIl, /f>f^^ (MERCK 

INDEX) (12KS) No. 8 2 8 8 (CfEgtW 7 -> V^^rCO^fr^^lf 5 ~ <!: 
dSffi3t£So L^lT'Ji: LTtt. WO 9 5 / 1 6 6 9 1 CO 1 4 OffiCO 

t KnJfy^-OR,C;T\ R, lit Ko^y7M/K fc h'o7/^^-/7 
/U=¥/K 7y^7 * 7 T/U=*-;U:fc «fc O'T 5 7 TAs*M T't^^JxT^S O -g&^S 
tP|x.li, 4 0- O-(2-t Ko + -/)xf/l — ^'^-r 4 0-O-(3 
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- t Kn*'/)^n *>>\ 40-O-[2-(2-t Kndf>»xh* 

i/Jzc^/U-^-W ->>4oJ:t/4 0-O-(2-T-tr h75 7 ^JV) - 9 '<-e-f > 

^^'it/XliCC 1 3 C (NH) O^TtfSC F,SO, <D J: ? &Jlft8tS)) t^l&n Lfc'fi" 

<9 . Mi£U#5o X*«C C 1 ,C (NH) Offo5i 

#«ET-CfcO#5o »fc#*LV^'<^-f S^ttWflEtt, WO94/0 9 0 1 0IC 
ISgcC0«fc9^4 0-O-(2-t Kn*$/)ac*7l> i/lsX'fo <9 , fiuia^C^ 
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✓>vu 5 j-^m-i y*TT y/K ^y^f7y^y7'otx -r y^r y 
/k yy-^Kif;K y/-/^ y^otx 9?y >-g^~-=*rvvK st-t-o 

^aifvK tfw v^f-riWK u-- T I'M.-* W /K U^f ^t^fyuKfy 
/K s**^Ao^*^If^:*->/i'xS'A\ ^ y^/w Kf^, *?) 

(7v^t t >iy-1 , y7 5 D^K 7-ytV^y^f;K 7-ytVli/xf/K 7y 

fyK^yT'f/K -fer^->yg?v^m^/w, -fe^->^Si?w y^a tVK 
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/w) i^iKliO. 5-3 0% (w/w) % «rK$f£L<f±l 

— 2 0% (w/w) -C*fc-5 0 

fry ^TyU = — /K 2-*^f;UKf*/-^ ^) 

«»-(RiR(Eil»Ji:S»Ji:^ : ffi»*WllbLW5*-Cfentf«t^*s. 1-3 0% 

(w/w) . «t«9»*L<{i2 — 2 0% (w/w) , ftl:ff*L<li5~ 1 5% (w 
/w) <£>-£*fi-C-fe*U£J:i/\, 
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(1) ^mm 

— ^ 

(2) ftfttyfe 

tSIIS?JH5 0 WitfO. 1~10% (w/w) ^SK^ <fc L< f£0. 

5~5% (w/w)"CfcS. _hlE<Djyfc#JCQf*] s <£»9&£L<Ji. tKo*->7o^ 
ir/uo — ^^(D-ir/ua — *^is5#^^;fr/U#3rv'tf=/U7t? y t — T-fc 1 ? , Z<Dffi%- 

_kffi£A*ofig#£ lt, mM(c«t9, nntrntommm («*.tf?L«N 

"CA^A,, x gc^kffl (ttiWfcffl (#Jx.fi\ 7^3/^'>l/<^ 

h = 7*n-^4SE) , *fe#k 3?§»J, l»JBJW*HI!L<© 

HSiJ^ASSS*n$tLT^-Ct«tu\ ^St-^U 0. 0 1-1% (w/w), «t "9 

#£L<«:0. 05-0. 1% (w/w)K)7^3^t>'i/</l'i t^— h$r8siJ0i"5 t 
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mt-fz> 0 m±ti. MIC^LT^ 0. 001-20% (w/w), i^JKliO. 
0 1-10% (w/w). ftfcjf* L<»±0. 0 3-3% (w/w) <bi-5 ' <h^i&#>ib 

tl5 fc<7>-Ctt/«CU\, aTcOHJSWC&^T TFK5 0 6J h LT, FK5 0 

6 CO 1 *fMfe«rttJ!l L7t^\ gl:±FK5 0 6 LTlEgc-T-So 



Hi£#i 1 

1 ) 

FK506 0. 3 mg 

ir^v'Vifcv^fvu 10 mg 
C/rc^-u>-^y =7— ^ y /xf-/ux-r/l' 10 mg 

t Kndfi/^n tVU- -fe/Pn— * 2.5 mg 

ft 100 mg 



-t/aL^/Uai— 7-A>£r«tfL, Mtd^cojg^Ci. FK5064a«tU ? b: K o ^ ->:/□ tVu ir 
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2 . 



FK506 0. 03 mg 

±y<->>^^^^/iy 10 mg 

V =i—/U *c J zz.^/U^l— 7VU 10 mg 



f+ 100 mg 

(to 3) 

FK506 0. 03 mg 

-ts<is>Wti?x.7-A> 10 mg 

i/if =i— yu ^E-y oi^yU-ai — ^/U- 10 mg 

t Kn^->7°nf;l' ir/U-o— X 2.5 mg 

ft 100 mg 

4) 

FK506 0. 03 mg 

±'<~>^&i/^=?-/U 15 mg 

is=r-?-l'>yy =» — f\s ^ J zz.=f-j\,=c — y-;V 10 mg 

t Ka^y/ntVl- t/l'P-X 2.5 mg 

ft 100 mg 
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(«*5) 

7^^-7>fyy 0.3 mg 

T^t^^y^y/ot 0 ^ 10 mg 

V?xfl/y^y =t J jx^/Un: — "fjV 10 mg 

^fi/y^!J =3— It 

t Kn^y/ntVu ir/Ua — 2.5 mg 

1+ 100 mg 

(«*6) 

FK506 0. 3 mg 

ir/^^^v^^vU 10 mg 



fh 100 mg 

(^7) 

FK506 0. 3 mg 

ir^i/Vg^v^^A- 10 mg 
v/xf l/>^!J3-;l/ ^ty zn^vloi— ^/U 10 mg 

# — tJ5tK— Sl> 2.5 mg 

f+ 100 mg 

8) 

FK506 .0.3 mg 

ir^v^RS^^vU 10 mg 
v>:x^ \sis# V )V *t J — =r )\, 10 mg 

/nt'uyyy 3 — )V 38. 59 mg 

tK y zxL*f-\s^if y 3— yu 38. 59 mg 

TXn/Ut'yK^^T^h 0.02 mg 
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2. 5 mg 

ft 100 mg 

mm 3 . 

nmmi tmm^Lx. Tm&Jj9 , io, i uwsLt, 





^9 


i&Jjl o 


Mdrl 1 




(% w/w) 


(% w/w) 


(% w/w) 


FK506 


1.00 


0.30 


0. 10 


ir / < is > g£ is ^ fvW 


10. 00 


10. 00 


10. 00 




10. 00 


10. 00 


10. 00 












76. 48 


77. 18 


77. 38 




0. 02 


0. 02 


0. 02 


k Kn^fv/^n f/l- ir/Un — x 


2. 50 


2.50 


2. 50 



M1&M l t Hfi&fc: L-C, TIE^ 12, 13, 14 $rWSI Ufc. 





«L*1 2 
(% w/w) 


1 3 
(% w/w) 


1 4 
(% w/w) 


T^. =J ^ 


1.00 






3 3-xf-^no-3 3 -=r^Jr*c\s 




1.00 




4 0- O- ( 2 - t K n =^ ->) -rc-^vU 






1.00 


iz^-y^^is^^-zu 


10. 00 


10. 00 


10. 00 


iSZL^ls^Jf]) =i— /U 


10. 00 


10. 00 


10. 00 




76. 48 


76.48 


76. 48 




0. 02 


0. 02 


0. 02 


t KoJfi/7'Dt> ir/Un — ^ 


2. 50 


2. 50 


2. 50 



nmm 5 . 

HMIlt'PiSL^l^^T, in v i v oSjRKlR3llft:fc«fctJ<&/ffgi 
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latif l, ^<y #>-c^ij u £m\ i»^^y-A oiuscBissiagSL 

y— A) SrJft*Lfc. SfrfiSL l 0#IW-e*BELIfc€Lfc. ^'-^tILt-M 
ifrltSL fStfBJr&KffllBMfcHJfcU 7-;F»^l:2. 5cmX4cm 

f^EDTAMlLfc-/!l>yl:t7 7FifTMJ:0O. 3mlg£lfilU ED 
T Ai «t < S^LT3£*5£ Lfc 0 ^lt, JilSco J: -) (c^L fcifiufc 

9 2 6 5 9 %-<&m^m®.<Djjm l^tCiCtotFKS 0 6 ^ff £>£ik<£2£,g 
asi% (w/w) K&StiL 0. iNM/x^y-/v (l/l) l&m^X <0 tf^v^— h 

C [0-24hr] liitg 0~ 2 4^P^i'PStllWftllTiat*fc6c 





AUC[0-24hr] 


&mmm. <%) 




(ng-hr/ml) 


(24hr ffc) 


1 


> 3 0 


> 5 
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t£hxf\z#!&¥tttojt-&mm!&* Sterna*, mm* r b mm 

CA,3lB. jfiLWfckfflL *OK» &rt*H»SlH«B*E, iKBEffittar, 

A-*t^ffl«ltt. Httffittitt** Wl, P3«JK««P. 

IMfttttf. Jt7=*-«HKft*» jfettft*. J»-fgi±S££P, *F*iifct!li«*. «R.»tt*»*if 

ftftmmmwm) ; &j*&a n^ttseoE, ^^tt^msis 
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(i) 



(St+» R 1 *5J:VR 2 , R'&efctfR' , R 5 *3«tt/R B ©igfStnftl© 
Ltti< ; 

R 7 »4?K*JSt^-, t Ka*'/I, {fcSSttifcfc Kndf->S. tL<(i7/^ 
R" fecttfR" (i&j&LT, tKI^^K t Kadf^S^r ; 

R'" (iTK^Jm^F-, T/W=3f/U£, ia±(Ot h'ndr->S^J;otft^nt7/V 
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m, £7tfi:**yg|£j:oTg&£ftfcT/u=ar/ug& ; 
fii£-CH 2 0-T*^fc>£;ix5g£: ; 

liitN-NR ll R lz t)L<ttN-OR l3 ffb^n5S^ ; 

«r ; 

R'\ R". R'\ R'\ R'\ R'\ R' 9 N R 22 *5 <£U<R 23 fifflfil Lt*i^4fc 
fitTA^/uSS: ; 

nji 1 $fclJ25rI^f 0 
— ttlc o Tg&ftJ tL< liTi&fn© 5lfcL<tt6 Mgta* <b 5 MUR^f-, % jtJK 

Se (C S H 5 ) T*«^$n5S, *5«fctfl »l©t Kodf-->S(-j; 0 x^$nfcT 
3. b!> '> 0X3 (I) R' jSiVR 1 . R^JltfR* 

R 8 iR a lia4LT**J)S^, 
R 9 (it Kn3r->g, 

Yfi^-^ryS, 

R'\ R'\ R'\ R'\ R'\ R l9 <t R 22 (i^ix^*H^^US, 
R 24 tt, 3 - R 20 - 4 - R 2 1 =5ri//US N 

-OCH,OCH,,CH 2 OCH 31 ioXXf- 



21 



WO 99/55332 



PCT/JP99/02237 



R 2, fit Kd^>, -OCN, TA'*fi>* ! *i'* aS*«ifeSSrWL-CV>-C 
U^fn7 y -yUTl-^rv', - O C H a O C H 2 C H 2 O C H 3 % ^H^ft*: 

p - h y ;ut*->< 

^fcl±R 25 R 26 CHCOO- (at*. R as ttBffa«wJ: •Ji&ff £ftT^-C<b<fc 

R 20 <t R 2 1 J4 — oT\ x^dr->KS^i^ML, ^LT 
n(41 £fct4 2 

4. hV^tnikSm (I) Jflsi 7-Ty/U- 1, 14-v/tKo^->-12- 
[2- (4-fc Ko*V-3-^ h^f o^=s^>;u) - 1 — > ^vHT=/u] - 

2 3, 2 5-^h*v'-13, 19, 21, 2 7-f f7^f;l- 1 1 , 28- 

4-Tlf h y 5^n [2 2. 3. 1. 0 i9 ] t 
2, 3, 10, l 6-^ h7^-vS^cJ4^r<D7K?D^-Cfc5fft5ftri3IS^ro|S^lfi)c 
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